Fulbright 8. Jaujorski Fax: 7136515246 



Sep 1 '05 17:59 P. 03 



Application No.: 09/900,766 Docket No.: HO-P02188US0 

AMENDMENTS TO THE CLAIMS 

Claims 1-106 (Canceled) 

107, (Currently Amended) A conjugate comprising a bacterial sxiperantigen and an 
antibody moi e ty , wherein 

the superantigen is a variant of Staphylococcal enterotoxin E, reference SEQ 
ID NO; 7, and differs firom Staphylococcal enterotoxin E in comprising ba;v4fig-amino 
acid substitutions as follows, wherein the positions of the amino acid substitutions are 
relative to the amino acid positions in reference SEQ ID NO: 7: 

(i) amino acid position 20 is glycine or a conserved variant thereof, amino 
acid position 21 is threonine or a conserved variant thereof, amino acid position 24 is 
glycine or a conserved variant thereof, amino acjd position 27 is lysine or a conserved 
variant thereof, and amino acid position 227 is serine or a oons e r^Tod variant ther e of or 
alanine^ or a conserved variant thereof; and 

(ii) wherein at least one amino acid in a region C is substimted with a 
different amino acid, such that th e superantigen variant has reduced seroreactivity 
compared to the seroreactivity of Staphylococcal enterotoxin having the amino acid 
sequence of SEQ ID NO: 7, and the position of the amino acid substitution in region 
C is selected ftom the group consisting of amino acid positions 74, 75, 78, 79, 81, 83 
and 84; 

and wherein the antibody binds 5T4 c a ncer antigen moiot^^ IP a full l e ngth 
antibody, or a moleoulo binding antibody aotivo fragment, that is dir e ct e d against a 
oanoor oflsociatod ooU Durfac e struo fafe- 

108. (Currently Amended) The conjugate of claim 107, wherein the antft?Q4v t>md^ 
5T4 cancer antigen on a cancer said oonocir io selected from the group consisting 
of lung, breast, colon, kidney, pancreatic, ovarian, stomach, cervix and prostate 
cancer. 
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109. (Currently Amended) The conjugate of claim 108, wherein the cancer is lung 
colon cance r and the antibody moioty io C215Fab . 

110. (Currently Amended) The conjugate of claim 108, wherein the antibody 
comprises a fidl length antibody or an antigen -binding antibody fragment-^Bafteer 
is lung conoor and th e antibody moiety is 5T 4 Fflb . 

11 L (Currently Amended) The conjugate of claim IQZW, wherein the conjugate 
comprises hoo the amino aoid soqucno e of SEQ ID NO: 1. 

112. (Previously Presented) The conjugate of claim 107, wherein the substitution at 
amino acid position 227 is alanine. 

113. (Previously Presented) The conjugate of claim 107, wherein the substitution at 
amino acid position 227 is serine. 

114. (Currently Amended) The conjugate of claim 107, wherein ifae sunerantigen 
variant further comprises an amino acid substitution in a region E, wherein at 
least one amino acid in the region E is substituted with a different amino acid, 
such that the variant has reduced seroreactivity compared to the seroreactivity of 
Staphylococcal enterotoxin having the amino acid sequence of SEQ ID NO: 7, 
and the position of the amino acid substitution in region E is selected from the 
group consisting of amino acid positions 217, 220» 222, 223, 225 and 227. 

115. (Cunrently Amended) The conjugate of claim 114, wherein the superantigen 
variant comprise s has th e amino aoid aoquonoo o€ SEQ ID NO: 2. 

116. (Currently Amended) The conjugate of claim 114, wherein the antibody binds 
5T4 cancer antigen on a cancer said canoor io selected from the group consisting 
of lung, breast, colon, kidney, pancreatic, ovarian, stomach, cervix and prostate 
cancer. 

117. (Currently Amended) The coiyugate of claim 1 1 6, wherein the cancer lung e elea 
i?^n<^e r nnA tho antibody moioty is-C315Fab . 
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US. (Cmrently Amended) The conjugate of claim 1146, wherein the aatibodv 
comprises a full length antibody or an anti^en-bindipg antibody firaament c ancer ie 
lung oonoor and tha antibody moi e ty io 5T4Fab . 

1 19. (Previously Presented) The conjugate of claim 107, wherein the substituted amino 
acid in region C comprises an amino acid selected from the group consisting of 
threonine or a conserved variant thereof at position 74, alanine or a conserved 
variant thereof at position 75, serine or a conserved variant thereof at position 78, 
glutamic acid or a conserved variant thereof at position 79* glutamic acid or a 
conserved variant thereof at position 81 » serine or a conserved variant thereof at 
position 83, serine or a conserved variant thereof at position 84. 

120, (Cxarrently Amended) The conjugate of claim 119, wherein the antibodv binds 
5T4 cancer antigen on a cancer aaid oonoor io selected from the group consisting 
of lung, breast, colon, kidney, pancreatic, ovarian, stomach, cervix and prostate 
cancer. 

12L (Currently Amended) The conjugate of claim 120, wherein the cancer is lung 
G€^on cance r and th e antibody moi e ty is C215Fab . 

122. (Currently Amended) The conjugate of claim 120, wh^ein the antibodv 
comprises a full length antibodv or an antigen-binding antibodv firaemen t conoer 
is lung oonoor and the antibody moioty is 5T 4 Fab . 

123. (Canceled) 

124. (Previously Presented) The conj u^cate of claim 1 14, wherein the substituted amino 
acid in region E comprises an amino acid selected from the group consisting of 
threonine or a conserved variant thereof at position 217, serine or a conserved 
variant thereof at position 220, threonine or a conserved variant thereof at 
position 222, serine or a conserved variant thereof at position 223, and serine or a 
conserved variant thereof at position 225. 

125. (Canceled) 
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126. (Cuxrently Amended) The conjugate of claim 124, wherein the antibody binds 
5T4 cancer antigen on a cancer oaid oancor is selected from the groi^ consisting 
of lung, breast, colon, kidney, pancreatic, ovarian, stomach, cervix and prostate 
cancer. 

127. (Currently Amended) The conjugate of claim 126, wherein the cancer is lung 
colon cance r and th e antibody moiety Id C2l5Fab . 

128. (Currently Amended) The coiyugate of claim 126, wherein the antibody 
comprises a full length antibody or an antieen-binding antibody fragment- ^eaaeep 
iQ lung cancer and tfao antibody moi e ty is ST 4 Fab . 

129. (Currently Amended) A pharmoooutiool composition comprisi ng the conjugate of 
claim 107 and a carrie r an aqueoua medium, and a conjugotQ comprising q 
booterial cuporantig e n and an antibody moioty, v^lioroin 

tho Quperantigen is a variant of Staphyloooccol onterotoxin E, roforonoc SBQ 
ID NO: 1\ and differs from Staphyloooccal ont e rotoxin E in having amino ao id 
s ubstitutions as follows, ^iaaroin tii e positions of tho amino acid substitutionfl arc 
r e lativ e to th e amino acid positions in roforonoo SBQ ID NO: 7 » 

(t)- flmino acid - position 30 is glycin e or a - oonsorvod variant th e r e of^ amino 
aoid pooition 21 is throonino or a consor\^od variant thoroof^ amino acid position 2 4 is 
glycine or a oonson i ^ed variant tboroof, amino acid position 27 is lysin e or a oonsorvod 
variant thereof, and amino ftoid position 227 is s e rin e or a OQnQOr\^od variant thoroof or 
al anine or a conser\^ed variont thoroof; and 

(ii) wh e r e in at l e ast one amino aoid - in a region C is subotitutod with a 
different omino ooid, such that the variant hoo reduced s e roreactivity oomporod to tho 
EKiror e aotivity of Staphylooooool ontcrotogcm having th e amino aoid ooquonoo of SBQ 
ID NO: 7, and tho pooition of tho amino acid substitution in region C - is colootod from 
th e group con s isting of omino aoid positions 7 4 , 75^ 78, 79, 8 1, 83 and 8 4 ; 
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and whoroin tho antibody moi e ty io a full length antibody^ or a molooulo - 
binding antibody aotivo fitigmont, that is direotod againQt g cancor - asoooiatod ooU 
.ourfdoo otmoturo , 

130. (Currently Amended) The composition conjugato -of claim 129> wherein the 
antibody binds 5T4 cancer antigen on a cancer ooid conoor io n elertftri firom the 
group consisting of lung, breast, colon, Iddney, pancreatic, ovarian, stomachy 
cervix and prostate cancer. 

131. (Currently Amended) composition conjugato -of claim 130, wherein the cancer is 
lunae elea cance r and tho antibody moiety is C215Fab , 

132. (Currently Amended) The composition conjugato of claim 130, wherein the 
antibody comprises a full length antibody or an antigen-binding antibody 
fragmen t oanocr io limg oanoor and tho antibody moioty ir . 5T1Ffih 

133. (Currently Amended) The composition conjugate of claim 122^, wherein the 
conjugate comprises h ao tho amino ooid ccx^uonoo of SEQ ID NO: 1 . 

134. (Currently Amended) The composition conjugato of claim 129. wherein the 
substitution at amino acid position 227 is alanine. 

135. (Currentiy Amended) The comTOsition conjugato of claim 129, wherein the 
substitution at amino acid position 227 is serine. 

136. (Currently Amended) The composition oonjugato of claim 129, wherein the 
superantigen variant further comprises an amino acid substitution in a region E, 
wherein at least one amino acid in the region E is substituted with a different 
amino acid, such that the variant has reduced seroreactivity compared to the 
seroreactivity of Staphylococcal enterotoxin having the amino acid sequence of 
SEQ ID NO: 7, and the position of the amino acid substitution in region E is 
selected from the group consisting of amino acid positions 217, 220, 222, 223, 
225 and 227. 

137. (Currently Amended) The composition conjugato -of claim 136, wherein the 
superantigen variant comprises h as th e amino acid aoquonfin <3F/j H) NO: 2. 
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138. (Currently Amended) The comtjosition conjugato of claim 136, wherein the 
antibody binds 5T4 cancer antiecn on. a cancer said oonoor ig selected from the 
group consisting of lung, breast, coloix, kidney, pancreatic, ovariao, stomach, 
cervix and prostate cancer. 

139. (Currently Amended) The composition conjugato of claim 138, wherein the 
cancer is iMfij©ole» cance r and th e antibody moiot>^ io C215Fab . 

140. (Currently Amended) The composition ee ajugat e of claim 138, wherein the 
antibody comprises a full length antibody or an a ntigen-binding antibody 
fra^en ^ canoer ia lung cancor and tho nntihnriy mninty j r . ^T ^ TTnk 

141. (Currently Amended) The composition oonjugato of claim 129, wherein the 
substituted amino acid in region C comprises an amino acid selected &om the 
group consisting of threonine or a conserved variant thereof at position 74, 
alanine or a conserved variant thereof at position 75, serine or a conserved variant 
thereof at position 78, glutamic acid or a conserved variant thereof at position 79, 
glutamic acid or a conserved variant thereof at position 81, serine or a conserved 
variant thereof at position 83, serine or a conserved variant thereof at position 84. 

142. (Currently Amended) The comnosition e e njugat e - of claim 141, wherein the 
antibody binds 5T4 cancer antigen on a canoer aoid cancor ig selected from the 
group consisting of lung, breast, colon, kidney, pancreatic, ovarian, stomach, 
cervix and prostate cancer, 

143. (Currently Amended) The composition comugato of claim 142, wherein the 
oanocr is lung.©ei©fi canc CT and the antibody moioty iG C213Fab . 

144. (Currmtly Amended) The composition conjugato of claim 142, wherein the 
antibody comprises a full length antibody or an antigen-binding antibody 
S^a^QS ^ oonoor ig lung oonoor and the antibody moiety is 5T1Fab . 

145. (Canceled) 

146. (Currently Amended) The composition e enjugote of claim 136, wherein the 
substituted amino acid fai region E comprises an amino acid select&d from the 
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group consisting of threonine or a conserved variant thereof at position 217, 
serine or a conserved variant thereof at position 220, threonine or a conserved 
variant thereof at position 222, serine or a conserved variant thereof at position 
223, and serine or a conserved variant thereof at position 225. 

(Canceled) 

(Cnrrently Amended) The compositiOD conjugato of claim 146, >vherein the 
antibody binds 5T4 cancer antigen on a cancer said oanoor is selected from the 
group consisting of lung, breast, colon, kidney, pancreatic, ovarian, stomach, 
cervix and prostate cancer. 

(Currently Amended) The composition conjugQto of claim 148, wherein the 
caacer is lunge olea cance r and tho antibody moiety io C215Fab . 

(Currently Amended) The composition oonjugato of claim 148, wherein the 
antibody comprises a full length antibodv or an antigen-binding antibody 
fra^en t oanocr io lung oojioer and the antibody moioty tfa - gT^Fah . 

(New) Th^ composition of claim 130, wherein the carrier is aqueous. 

(New) The composition of claim 130, wherein the composition is lyophylized. 

(New) The composition of claim 132, wherein the carrier is aqueous 

(New) The composition of claim 133, wherein the carrier is aqueous. 

(New) The composition of claim 133, wherein the composition is lyophylized, 

(New) The composition of claim 136, wherein the carrier is aqueous. 

(New) The composition of claim 137, wherein the carrier is aqueous. 

(New) The composition of claim 137, wherein the composition is lyophylized. 

(New) The composition of claim 144, wherein the carrier is aqueous. 
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